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Examiner Qian: 

1 . I, Michael Karin, am joint inventor of the subject matter of the pending claims of the 
above-identified application, as amended in the Response filed herewith. 

2. Prior to July 3, 2003, 1 together with co-inventors Giuseppina Bonizzi and Magali 
Bebien jointly conceived of, and reduced to practice, the subject matter of the pending claims, 
as evidenced by Exhibit A. 

3 . Exhibit A is a copy of a draft manuscript entitled "The IKKa-dependent signaling 
pathway is required in stromal cells and B lymphocytes for p52:RelB activation FDC 
maturation and germinal center formation," naming me and co-inventors Giuseppina Bonizzi 
and Magali Bebien as co-authors. 
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4. The draft manuscript at Exhibit A was submitted to the scientific journal "Cell" prior 
to July 3, 2003. 

5. Each of the experiments described in Exhibit A was carried out in this country. 

6. Each of the experiments described in Exhibit A was carried out by one or more of the 
co-inventors and/or under the supervision of one or more of the co-inventors. 

7. Exhibit A shows "Sequences of different /cB sites" including GGGACTTTCC, 
GGGAGATTTG, AGGAGATTTG, and GGGATTTCCC. 1 

8. Exhibit A shows that probes containing sequence 5'-GGGAGATTTG-3' of Fig 4C 
"were efficiently recognized by RelB:p52" and "the detected protein-DNA complexes were 
specific as indicated by competition experiments." 2 Exhibit A 3 also shows that "RelB:p52 
dimers are selectively recruited to the IKKa-dependent gene promoter" that contains 5 '- 
NGGAGANNTG-3 ' . "The selective recruitment of RelB to the Blc and the Elc promoters" 
that contain the different kB sites of Exhibit A's Fig. 4C (i.e., 5 ' -NGGAGANNTG-3 ') 
depends on the "novel kB site that is preferentially recognized by RelB:p52 dimers. This 
unique sequence specificity . . . was previously unknown." In other words, the competition 
experiments referred to in Exhibit A describe contacting DNA sequences containing 5'- 
NGGAGANNTG-3' with polypeptide sequence RelB:p52 that contains the Rel homology 
domain. This contacting was performed in the presence and absence of competitive 
sequences, and was followed by determining the level of binding of the DNA sequences with 
the polypeptide sequences. 

9. The undersigned declares further that all statements made herein of his own 
knowledge are true and that all statements made on information and belief are believed to be 

1 Exhibit A, Fig. 4C and page 22, 1 st paragraph 
Exhibit A, Page 9, 1 st paragraph. 
Exhibit A, page 1 1 . 
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9. ' t- tm>^ . ■ ed d-v ... , further that ail statements m > heinn i i sown 

N'nn'TcM-ith.i ii ; , rr-i t-1 >n information and belief arc lit-.td in o 
nut,, i.i It then tfse i •< \t i t i ( i i- 1 it vvlejge thai willful n 
statements and- the like m madb are punishable by fine or imprisonment, or both, uno . , 
of Title 18 )J the I r , - . ih<i - t I « u.iul false statements may jeopardize 

the vt.li Ii v t 'he >r, > , atior or any patei <• nm )> • cfrorru 



Dale-:. 
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